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Amendment to the Claims; 

Please amend Claims 1,6, 15 and 20, and cancel Claims 3, 7 and 22-26 

as follows. 

Listing of Claims; 

1. (Twice Amended) A compound having the formula I 




and pharmaceutically acceptable salts and hydrates thereof, wherein: 

A is selected from Ci-3alkyl optionally substituted with one to four halogen atoms, 

0(CH2)l-2, and S(CH2)l-2; 

Ar is aryl or h e t e roaryl e ach optionally substitut e d with on e to four groups ind e pend e ntly 
scloctod from Rg - selected from phenyl, 2-, 3-, 4-chlorophenyl. 2-. 3-. 4-bromophenyl. 2-. 3-. 
4-fluorophenyl 3,4-diclorophenyl 2,3-dichlorophenyl, 2,4-dichlorophenyl, 2,5- 
dichlorophenyl, 2,6-dichlorophenyl, 3,5-dichlorophenyl, 3-chloro-4-fluorophenyl, 2-chloro- 
4-fluorophenyl, 4-chloro-2-fluorophenyl, 2-cyanophenyl. 4-methylphenyl. 4- 
isopropylphenvl 4-trifluoromethylphenyl biphenyl, naphthyl, 3-methoxyphenyl, 3- 
carboxyphenyl, 2-carboxamidophenyl, 4-methoxyphenyl. 3-phenoxyphenyl. 4-(4- 
pyridvDphenyl, 4-methylsulfonylphenyl, 3-dimethylaminophenyl, 5-tetrazolyl, l-methyl-5- 
tetrazolyl, 2-methyl-5-tetrazolyl, 2-benzothienyl. 2-benzofuranyl. 2-indolyl. 2-quinolinyl. 7- 
quinolinyl, 2-benzothiazolyl 2-benzimidazolyl, 1 -benzotriazolyl 2-furanyl 3-furanyl, 2- 
imidazolyl, 5-imidazolyl 5-isoxazolyl, 4-isoxazolyl, 4-isothiazolyl, l,2,4-oxadiazol-5-yl, 2- 
oxazolyl, 4-oxazolyl, 4-pyrazolyl, 5-pyrazolyl, 2-pyridyl, 3-pyridvl 2-pyrazinyl, 5- 
pyrimidinyl, 2-pyrrolyl, 4-thiazolyl, l,2,4-thiadiazol-3-yl. l,2,5-thiadiazol-4-yl, 1,2,3- 
thiadiazol-4-yl. 1.2.5-oxadiazol-4-yl, l,2,3-oxadiazol-4-yl. 1.2.4-triazol-5-yl. 1.2.3-triazol-4- 
yl, 3-thienyl, l,2,4-triazol-5-vl pyrrolopyridine, furor3,2-b1pyridin-2-yl, thieno[2,3- 
blpvridin2-vl. 5('H)-2-oxo-4-furanvl. 5(H)-2-oxo-5-furanvl. flH.4H)-5-oxo-1.2.4-triazol-3-vl. 
4-oxo-2-benzopvranyl ; 
Q is COOH, 
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one of Xl, X2 T or X3 er-X4-is nitrogen and the others are independently selected from CH 
and C-Rg and Rg is selected from 1) Ci -6alkyl optionally substituted with one to eight 
groups independently selected from aryl, hetcroaryl, halogen, NR ftR k, 0(0^^ 
C^OR^^^-SRe-and ORa, wherein aiyl, hetcroaryl and alkyl arc each optionally 
substituted with one to six groups independently selected from halogen, CFg., and COOH, or 
2) S(0)nCl-6alkyl, wherein alkyl is optionally substituted with one to six substitucnts 
selected from halogen, aryl, hetcroaryl, OH, and 0C(0)R a ; 
X 2 is CH; 

X4 is CH or C-Rg , where Rg is selected from 1) Ci-6alkyl optionally substituted with ORa 
or 2) SCQln Cl ^alkvl; 
Yl is S; 

Y2 is selected from (CRdRe) m and CRd=CRe ; 

Rl is selected from H, CN, QR a , S(0) tt €j- 6alkyl and Cj - fralkyl optionally substituted with 
one to six groups independently selected from halogen, 0R a and S(0)n G4-^ allcyl ; 
R2 is selected from H and Q - ^alkyl optionally substituted with one to six halogen ; er- 
R3 is selected from H and Cj - ^alkyl optionally substituted with one to six groups 
ind e p e nd e ntly s e l e ct e d from OR** and halog e n ; 

R a and R^ -afe ^independently selected from H 7 and C l - 1 oalky 1^-Gg-j ^allc e nyl, 
€2 lQalkynyl , CyandCyCi lQalkyl, whoroin said alkyl, alkonyl, alkynyl and Cy are 
optionally substitut e d with on e to s ix s ubstitu e nts ind e p e nd e ntly s e l e ct e d from halog e n, 
amino, carboxy, C -M -alkyl, C- M -alkoxy, aryl, hotoroaryl, aryl C- M -alkyl, hydroxy, CFg . T 

R e - is selected from Q - ^alkyl optionally substituted with one to six halogen, aryl and 
hetcroaryl, whoroin said aryl and hotoroaryl are optionally substituted with one to throe 
groups selected from halogen, OQ - ^alkyl, O haloCj -^ alkyl, Cj -^ alkyl and haloCj - ffilkyl; 

Rd and R e are independently H, halogen, aryl, hotoroaryl, C\ _5alkyl or haloCi-6alkyl; 

R^ is selected from H, C^alkyl, haloC i- Salkyl, Cy, C(0)C4 -6 alkyl, C(0)haloCj -6 alkyl, 
and C(0) Cy; 
Rg- is selected from 

{±3 halogen, 

{2) GNt 

(3) Gj-^ alkyl optionally substituted with one to eight groups 

independently selected from aryl, hotoroaryl, halogen, NR^ 
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alkyi arc each optionally substituted with o 



independently selected from halogen, CF g ., and COOH, 

{4) Gg-g alkenyl optionally substituted with one to six groups 

independently selected from halogen and OR^ 
Gy 

(6) — Gt&m 

(7) C(Q)QR^ 

(±0) QGj- ^alkyl, wherein alkyi is optionally substituted with or 

substitucnts selected from halogen, aryl, hctcroaryl, OH and OC(0)R a 7 
(11) OCy, 

{±2-) S(Q%€-i-6 alkyl, wherein alkyi is optionally substituted with one to six 

substituents selected from halogen, aryl, heteroaryl, OH, and 
OC(0)Ra 7 



^te-s- 



(15) — 




(20) — N©2 7 

(24) Gs-8 cycloaUcc 



wherein Cy is optionally substituted with c 



ight groups independently selected from 



94-g alkyl, aryl, hotoroaryl and CF g? 
R* and RJ arc independently selected from hydrogen, Cj - 
R tand Ri together with the nitrogen atom to which thoy arc attached form a ring of 5 to 7 
members containing 0 2 additional hotoroatoms independently selected from oxygon, sulfur 
an d N R£ 

Cy is selected from heterocyclyl, aryl, and heteroaryl; 
m is 1 or 2; and 
n is 0, 1 or 2. 



(Original) A compound of Claim 1 wherein A-Q is CH2CO2H. 



3. (Cancel) 
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4. (Previously Canceled) 

5. (Previously Canceled) 

6. (Amended) A compound of Claim 1 wherein one of X 1^2 and X3 
is nitrogen and the other is others arc CH, X2 is CH, and X4 is C-S(0) n -Ci-6alkyl or C- 
Cl-6alkyl optionally substituted with ORa. 

7. (Cancel) 

8. (Original) A compound of Claim 1 wherein Y2 is selected from 
CH2 and CH2CH2. 

9. (Original) A compound of Claim 1 represented by the formula la: 

r1 x r2 

X*N N^H 2)m 



Ar 



la 

wherein X2 and X3 are independently CH or C-Rg, A, Ar, Q, Yl, Rl, R2, m and Rg are as 
defined in Claim 1 . 

10. (Original) A compound of Claim 9 wherein X2 and X3 are each 
CH, Rl and R2 are each H, and A-Q is CH2CO2H. 

1 1 . (Original) A compound of Claim 9 wherein Yl-Ar is S-phenyl 
optionally substituted with 1 or 2 groups independently selected from halogen, Ci-6 alkyl 
and trifluoromethyl. 



12. (Original) A compound of Claim 1 represented by the formula lb: 
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wherein Xl and X2 are independently CH or C-Rg, A, Ar, Q, Yl, Rl, R2, m and Rg are as 
defined in Claim 1 . 

13. (Original) A compound of Claim 12 wherein Xl and X2 are each 
CH, Rl and R2 are each H, and A-Q is CH2CO2H. 



14. (Original) A compound of Claim 1 3 wherein Yl-Ar is S-phenyl 
optionally substituted with 1 or 2 groups independently selected from halogen, Ci-6 alkyl 
and trifluoromethyl. 



15. (Amended) A compound of Claim 1 represented by the formula Ic: 




Ic 



wherein one of X ljl&-m4 X3 is N and the others are eaeh is CH, X4 is CH, X4 is CRg, m 
is 1 or 2, and Ar, Yl and m are as defined in Claim 1. 

16. (Original) A compound of Claim 15 wherein Ar is phenyl 
optionally substituted with 1 or 2 groups independently selected from halogen, C 1-3 alkyl and 
trifluoromethyl. 



17. (Previously Canceled) 
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18. (Original) A compound of Claim 15 wherein X4 is selected from 
C-S(0)n-Cl-6alkyl and C-Cl-6alkyl optionally substituted with ORA 

19. (Previously Amended) A compound of Claim 15 wherein Yl-Ar 
is S-phenyl optionally substituted with 1 or 2 groups independently selected from halogen, 
Ci-6alkyl and trifluoromethyl; Xl and X2 are each CH, X3 is N, m is 1 or 2, and X4 is C- 
S02Ci-6alkyl or C-Ci-6alkyl. 

20. (Twice Amended) A compound of Claim 1 selected from: 




xi 


X2 


X3 


X4 


Ar 


Yl 




N 


CH 


CH 


C(S02CH3) 


4-Cl-Ph 


S 


2 


N 


CH 


CH 


C(SCH3) 


4-Cl-Ph 


S 


2 


N 


CH 


CH 


C(S0 2 CH 3 ) 


3,4-diCl-Ph 


s 


2 


N 


CH 


CH 


C(S0 2 CH 3 ) 


4-Br-Ph 


s 


2 


CH 


CH 


N 


C(S0 2 CH 3 ) 


3,4-diCl-Ph 


s 


l 


CH 


CH 


N 


C(S0 2 CH 3 ) 


3,4-diCl-Ph 


s 


2 


N 


CH 


CH 


C(S0 2 CH 3 ) 


4-CF 3 -Ph 


s 


2 


N 


CH 


CH 


C(S0 2 CH 3 ) 


2-Cl-4-F-Ph 


s 


2 


N 


CH 


CH 


C(S0 2 CH 3 ) 


2-naphthyl 


s 


2 


N 


CH 


CH 


C(S0 2 CH 3 ) 


2,3-diCl-Ph 


s 


2 


N 


CH 


CH 


C(S0 2 CH 3 ) 


4-CH 3 -Ph 


s 


2 


N 


CH 


CH 


C(S0 2 CH 3 ) 


Ph 


s 


2 


N 


CH 


CH 


C(S0 2 CH 3 ) 


2,4-diCl-Ph 


s 


2 


CH 


N 


CH 


C ( S O^-CH^.-) 


1 CI Ph 


s 


2 


CH 


CH 


N 


C(S0 2 CH 3 ) 


4-Cl-Ph 


s 


2 


N 


C(CH 3 ) 


CH 


C(S0 2 CH 3 ) 


4-Cl-Ph 


s 


2 


N 


CH 


C(CH 3 ) 


C(S0 2 CH 3 ) 


4-Cl-Ph 


s 


2 


CH 


C(CH 3 ) 


N 


C(S0 2 CH 3 ) 


4-Cl-Ph 


s 


2 


C(CH 3 ) 


CH 


N 


C(S0 2 CH 3 ) 


4-Cl-Ph 


s 


2 


N 


CH 


CH 


C(CH(CH 3 ) 2 ) 


4-F-Ph 


s 


2 
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xi 


X2 


X3 


X4 


Ar 


Yl 


m 


N 


CH 


CH 


C(CH(CH 3 )2) 


4-Cl-Ph 


S 


2 


N 


CH 


CH 


C(CH(CH 3 )2) 


2,4-diCl-Ph 


S 


2 


N 


CH 


CH 


C(CH(CH 3 )2) 


4-Br-Ph 


s 


2 


N 


CH 


CH 


C(CH(CH 3 )2) 


2-Cl-4-F-Ph 


s 


2 


N 


CH 


CH 


C(CH(CH 3 )2) 


3,4-diCl-Ph 


s 


2 


CH 


CH 


N 


C(CH(CH 3 )2) 


4-F-Ph 


s 


2 


CH 


CH 


N 


C(CH(CH 3 ) 2 ) 


4-Cl-Ph 


s 


2 


CH 


CH 


N 


C(CH(CH 3 ) 2 ) 


2,4-diCl-Ph 


s 


2 


CH 


CH 


N 


C(CH(CH 3 ) 2 ) 


4-Br-Ph 


s 


2 


CH 


CH 


N 


C(CH(CH 3 ) 2 ) 


2-Cl-4-F-Ph 


s 


2 


CH 


CH 


N 


C(CH(CH 3 ) 2 ) 


3,4-diCl-Ph 


s 


2 


CH 


CH 


N 


C(CH(CH 3 ) 2 ) 


4-F-Ph 


s 


! 


CH 


CH 


N 


C(CH(CH 3 ) 2 ) 


4-Cl-Ph 


s 


! 


CH 


CH 


N 


C(CH(CH 3 ) 2 ) 


2,4-diCl-Ph 


s 


! 


CH 


CH 


N 


C(CH(CH 3 ) 2 ) 


4-Br-Ph 


s 


! 


CH 


CH 


N 


C(CH(CH 3 )2) 


2-Cl-4-F-Ph 


s 


! 


CH 


CH 


N 


C(CH(CH 3 ) 2 ) 


3,4-diCl-Ph 


s 


! 


C++ 


N 


C++ 


C(CH(CH^)a) 




s 


+ 


C++ 


N 


C++ 


C(CH(CH^ 


1 C1 ph 


s 


+ 


€H 


N 


€++ 


C(CH(CH^2) 


2,1 diCl Ph 


s 


+ 


C++ 


N 


C++ 


C(CH(CH^2) 


1 Er Ph 


s 


+ 


C++ 


N 


C++ 


C(CH(CH^)2) 


2 CH F Ph 


s 


+ 


C++ 




C++ 


C(CH(CH^2) 


3 4 diCl Ph 




+ 


C++ 


N 


C++ 


C(CH(CH^) 




s 


2 


C++ 


N 


C++ 


C(CH(CH^2) 


1 CI Ph 


s 


2 


C++ 


N 


C++ 


C(CH(CH^2) 


2,1 diCl Ph 


s 


2 


C++ 


N 


C++ 


C(CH(CH^2) 




s 


2 


C++ 


N 


C++ 


C(CH(CH^> 


2 CI 1 F Ph 


s 


2 


C++ 


N 


C++ 


C(CH(CH^2) 


3,1 diCl Ph 


s 


2 


N 


CH 


CH 


C(CH(OCH 3 ) 
(CH 2 CH 3 )) 


4-Cl-Ph 


s 


2 


N 


CH 


CH 


C(CH(OCH 3 ) 
(CH 2 CH 3 )) 


4-Cl-Ph 


s 


1 


C++ 


N 


C++ 


C(CH(OCHg.) 
f€++2€++^ 


1 CI Ph 


s 


+ 
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xi 


X2 


X3 


X4 


Ar 


Yl 


m 


CH 


N 


€H 


C(CH(QCH^ 


/\ Q pfr 


s 


2 


CH 


CH 


N 


C(CH(OCH3) 
(CH2CH3)) 


4-Cl-Ph 


s 


2 


CH 


CH 


N 


C(CH(OCH3) 
(CH2CH3)) 


4-Cl-Ph 


s 


1 


N 


CH 


CH 


C(C(CH 3 )3) 


4-Cl-Ph 


s 


2 


N 


CH 


CH 


C(C(CH 3 )3) 


3,4-diCl-Ph 


s 


2 


N 


CH 


CH 


C(C(CH 3 ) 3 ) 


4-Br-Ph 


s 


2 


N 


CH 


CH 


C(C(CH 3 )3) 


4-CF3-Ph 


s 


2 


N 


CH 


CH 


C(C(CH 3 )3) 


2-Cl-4-F-Ph 


s 


2 


N 


CH 


CH 


C(C(CH 3 )3) 


2-naphthyl 


s 


2 


N 


CH 


CH 


C(C(CH 3 ) 3 ) 


2,3-diCl-Ph 


s 


2 


N 


CH 


CH 


C(C(CH 3 ) 3 ) 


4-CH3-Ph 


s 


2 


N 


CH 


CH 


C(C(CH 3 ) 3 ) 


Ph 


s 


2 


N 


CH 


CH 


C(C(CH 3 )3) 


2,4-diCl-Ph 


s 


2 




Ar 


Yl 


5-tetrazolyl 


S 


2-pyrrolyl 


S 


l,2,4-triazoly-3-yl 


S 


l,2,3-triazol-4-yl 


S 


5-imidazolyl 


S 


4-pyrazolyl 


S 


5-pyrazolyl 


S 


( 1 H,4H)-5 -oxo- 1 ,2,4-triazol-3 -yl 


S 


4-isothiazolyl 


S 


1 ,2,5 -thiadiazol-5 -yl 


S 


l,2,5-oxadiazol-5-yl 


S 
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Ar 


Yl 


3-furanyl 


S 


l,2,3-thiadiazol-4-yl 


S 


1,2,3 -oxadiazol-4-yl 


s 


4-isoxazolyl 


s 


3-thienyl 


s 


4-oxazolyl 


s 


4-thiazolyl 


s 


(5H)-2-oxo-5-furanyl 


s 


(5H)-2-oxo-4-furanyl 


s 


l,2,4-oxadiazol-5-yl 


s 


3-pyridyl 


s 


2-pyrazinyl 


s 


5-pyrimidinyl 


s 


2-indolyl 


s 


2-benzothienyl 


s 


2-benzofuranyl 


s 


4-oxo-benzopyran-2-yl 


s 


2-quinolinyl 


s 


2-benzimidazolyl 


s 


2-benzoxazolyl 


s 


2-benzothiazolyl 


s 


1-benzotriazolyl 


CH2S 


thieno [2 ,3 -b]pyridin-2-yl 


s 



21. (Original) A pharmaceutical composition comprising a compound 
of Claim 1 and a pharmaceutically acceptable carrier. 

22. (Cancel) 

23. (Cancel) 

24. (Cancel) 

25. (Cancel) 



26. 



(Cancel) 



27. (Previously Canceled) 

28. (Previously Canceled) 

29. (Previously Canceled) 

30. (Previously Canceled) 
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